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Etanercept and Its Implications 
for Managed Care

Robert J. Lipsy, PharmD

Many managed care plans have
reevaluated their approach to for-
mulary management and policies

for pharmaceutical coverage in response to
the emergence of costly biologically engi-
neered products and the request from pay-
ers to reduce healthcare expenditures. The
results have been increased patient
copays, the creation of 3-, 4-, and 5-tier
formularies, and increased prior authoriza-
tion of injectable drugs, including agents
given in physicians’ offices. In the past, for-
mulary status was based on safety, effica-
cy, and acquisition cost of drugs within the
same class. The emerging development in
formulary management is the classification
of products in levels based on more com-
plex criteria such as therapeutic necessity,
relative efficacy versus drug and nondrug
alternatives, and the impact on total
healthcare costs. Although more stringent
evaluation and control measures are essen-
tial to maintain the integrity of the health-

care system, individual agents must be
evaluated on their own merits to ensure
the greatest quality of care.

The recent approval of etanercept for
reducing signs and symptoms of active
arthritis in patients with psoriatic arthritis
(PsA) creates a challenge for managed care
organizations. Etanercept is the first and
only product indicated for the treatment of
PsA. PsA is a condition that generally does
not come to an organization’s attention
because of its low prevalence, underdiag-
nosis, and the low cost of therapies cur-
rently used for its treatment. Despite the
low prevalence of PsA (300,000 to 1 mil-
lion nationally)1 the introduction of etan-
ercept could have a significant negative
impact on the pharmacy budget as a result
of its relatively high acquisition cost.
Therefore, managed care organizations
must proactively develop appropriate
authorization criteria and disease manage-
ment and reimbursement strategies con-
cerning this new breakthrough product.
The balance of clinical, human, and eco-
nomic consequences among competing
therapies must be examined. The following
discussion may assist with the decision-
making process. It provides an overview
and clinical profile of PsA, current thera-
pies, emerging etanercept data, and formu-
lary and reimbursement issues.

PsA Overview

Arthritis is 1 of the most prevalent dis-
eases in the United States. According to
the Centers for Disease Control and
Prevention, an estimated 35 million to 38
million people suffer from some form of
this disease (based on 1985 and 1990
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figures).2,3 Although osteoarthritis and
rheumatoid arthritis are well-known forms
of this disease, many patients suffer from
the less well-known form of PsA.
Estimates vary on the prevalence of the
disease, ranging from 300,000 to approxi-
mately 1 million.1 Approximately 7% to
42% of the 3 million patients with psoria-
sis have PsA.4 The wide range in the
reported prevalence of PsA stems from a
myriad of factors. First, as reported by
Gladman et al,2 many investigators utilize
different criteria for the diagnosis of PsA
(Table 1). Second, the progression of the
disease and lack of differential diagnostic
tools force physicians to make a more sub-
jective rather than objective diagnosis.
These factors create the need for managed
care organizations to ensure the proper
diagnosis of PsA through increased pri-
mary care physician education, required
referrals to specialists for confirmation of
the diagnosis, or other means.

Unlike rheumatoid arthritis, PsA does
not discriminate; it affects both men and
women equally and generally occurs in the
fourth and fifth decades of life. The cause
is unknown, but genetic factors are impor-
tant. As many as 40% of patients with PsA
have a family history of skin or joint dis-
ease. Clinically, PsA often presents and is

classified as a mild disease. Affected joints
are less tender and painful than those
found with rheumatoid arthritis.5 Although
patients initially experience little or no
pain from the disease, PsA can progress
into a more severe state over time. Similar
to rheumatoid arthritis, destruction of
joints can occur over time, leading to per-
manent deformities and disability in many
patients. Studies have shown approximate-
ly 20% of PsA patients have 5 or more
joints with radiographic damage or clinical
deformities.6 In 1990, Gladman et al7 con-
ducted a longitudinal study to examine the
extent of radiographic changes in patients
with PsA. Their findings suggest that the
disease progresses more rapidly at its
onset. These findings are similar to those
from studies of rheumatoid arthritis.
Gladman et al7 also found that although
disease progression slowed in the later
stages of PsA, joint damage continued to
occur over a period of years. Therefore, it
is essential to diagnose and treat PsA, like
rheumatoid arthritis, as early and aggres-
sively as needed to halt clinical and ra-
diographic progression of the disease.

Current Therapeutic Options
A variety of therapeutic options are

currently available for the treatment of

Table 1. A Comparison of Different Series of Patients With Psoriatic Arthritis

Author Roberts Kammer Scarps Gladman Helliwell Torre-Alonso Veale Trabace Jones

Number of patients 168 100 62 220 50 180 100 68 100

Male/female 67/101 47/53 29/33 104/116 32/18 99/81 59/41 35/33 43/57

Age at onset 36 to 45 33 to 45 40 to 60 37 ND 39 34 42 38

Oligoarthritis (%) ND 53 16 21 14 37 43 50 26

Polyarthritis (%) 78 28 47 45 78 35 33 40 63

Distal (%) 17 11 16 16 0 0 16 ND 1

Back (%) 5 2 21 2 6 7 4 ND 6

Mutilans (%) 5 7 2 16 2 4 2 ND 4

Sacroiliitis (%) ND 11 16 27 36 20 15 43 6

Joints before skin (%) 16 30 19 17 ND 15 ND ND 18

ND=not defined.
Source: Gladman DD. Psoriatic arthritis. Rheum Dis Clin North Am 1998;24:829-844. Reprinted with permission.
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PsA. Options range from moisturizers to
ultraviolet light therapy for skin manifes-
tations to nonsteroidal anti-inflammatory
drugs (NSAIDs) and disease-modifying
antirheumatic drugs (DMARDs) for the
articular components of the disease. In
1997, Jones et al8 published the results of
a meta-analysis of randomized controlled
trials evaluating treatment options in PsA.
The analysis evaluated 17 studies that
included data from 1074 patients (Table
2). Several drugs, including high-dose

methotrexate (MTX) and salazosulfapyri-
dine (sulfasalazine) were proven superior to
placebo. Additional reviewers performing
similar analyses have concluded that MTX
and sulfasalazine were the only agents
proven better than placebo. Although
these agents have been the de facto stan-
dards of care, not all studies have pro-
duced uniformly positive results. In
addition, if patients do not respond to
these agents, physicians have been forced
to rely on results of uncontrolled trials or

Table 2. Overview of Double-Blind, Placebo-Controlled Trials of Pharmacological Treatments for Psoriatic Arthritis

No. of No. of
Patients OMERACT Quality 

Year of (Treated/ Follow-Up Variables Treatment Score
Agent First Author Publication Control) Period Dosage Available Characteristics (0-15)

Methotrexate Black 1962 10 80 days 1-3 mg/kg IV 2 Steroids permitted 5
Willkens 1984 16t/21c 12 weeks 7.5-15 mg/week 4 Steroids not permitted 9

Colchicine Seideman 1987 15* 16 weeks 0.5 mg tid 4 7
McKendry 1993 25* 23 weeks 0.6-1.8 mg/day 2 Methotrexate and 11

steroids permitted
Sulphasalazine Farr 1990 15t/15c 24 weeks 2 g/day 3 Intra-articular steroids 8

only permitted
Fraser 1993 20t/19c 24 weeks 2 g/day 3 8
Combe 1995 64t/53c 24 weeks 2 g/day 4 Steroids not permitted 11
Dougados 1995 70t/66c 24 weeks 2 g/day 3 13
Clegg 1995 221 36 weeks 2 g/day 5 13

Etretinate Hopkins 1985 20t/20c 24 weeks 0.5 mg/kg/day 3 Steroids permitted 7

Fumaric acid Peeters 1992 13t/14c 16 weeks 120 mg/day 4 6

Azathioprine Levy 1972 6* 26 weeks 3 mg/kg/day 1 6

Penicillamine Price 1986 11t/8c 16 weeks 750 mg/day 3

Auranofin Carette 1989 238 24 weeks 3 mg/day 3 Steroids permitted 11

Auranofin, Palit 1990 82 24 weeks IM gold 50    3 Steroids not permitted 9       
IM gold mg/week,

Auranofin 
3 mg bid

Ceftriaxone Caperton 1990 8 6 months 2 g IV/day for 4 6
2 weeks

γ-Interferon Fierlbeck 1990 24 28 days 100 µg/day for 3 7
2 weeks

*Crossover trials.
IM = intramuscular; IV = intravenous; OMERACT = Outcome Measures in Rheumatology.
Source: Jones G, Crotty M, Brooks P, et al. Psoriatic arthritis: A quantitative overview of therapeutic options. Br J Rheumatol 1997;36:95-99.
Reprinted with permission.
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personal clinical experience when choos-
ing alternative therapies. Sound clinical
data are now available with the introduc-
tion of etanercept for reducing signs and
symptoms of active arthritis in patients
with PsA.

Etanercept

Recently, etanercept was approved by
the US Food and Drug Administration
(FDA) for treatment of the signs and
symptoms associated with PsA. Although
many agents are used for the treatment of
PsA, the introduction of etanercept marks
the first new agent approved by the FDA
for use in this disease. Mease et al9 studied
etanercept in a 12-week, randomized,
double-blind, placebo-controlled trial in
60 patients with PsA and psoriasis. The
study found that 87% of etanercept-treat-
ed patients versus 23% of patients receiv-
ing placebo met the predetermined PsA
response criteria (PsARC). The PsARC
measured improvement in 2 criteria,
including a joint score and worsening in 1
of the following 4 criteria: 1) patient glob-
al assessment, 2) physician global assess-
ment, 3) tender joint scores, and 4)
swollen joint scores. Seventy-three per-
cent of patients in the etanercept group
achieved results consistent with an ACR-

20 versus 13% in the control group. The
ACR-20, based on a measurement devel-
oped by the American College of
Rheumatology (ACR), represents a 20%
clinical improvement in tender and
swollen joint counts, along with a 20%
improvement in 3 of the following 5 cate-
gories: 1) patient global assessment, 2)
physician global assessment, 3) assess-
ment of pain by the patient, 4) degree of
disability, and 5) acute-phase reactant
level10 (Table 3). Patients receiving etan-
ercept also had better outcomes as judged
by the psoriasis area and severity index
and improvement of target lesions. 

Mease et al11 presented data on etaner-
cept in the treatment of PsA from a trial of
205 patients. This placebo-controlled, ran-
domized trial allowed patients to receive
concomitant MTX. Improvement was
measured for the percentage of patients
who achieved ACR-20, ACR-50, and ACR-
70 scores, and PsARC. Study results were
positive and support the safety and effica-
cy of etanercept for PsA. No increase in
serious adverse events in individuals using
etanercept versus placebo was noted and
etanercept was well tolerated by patients.
Cuellar et al12 presented data supporting
these findings. Data are based on 12
patients with refractory PsA who failed

Table 3. Psoriatic Arthritis Endpoints—Number Achieving PsARC and ACR-20, ACR-50,
and ACR-70, Baseline to Week 12

Etanercept Placebo Difference 
(n=30) (n=30) (%) 95% Cl P

Primary endpoint—achieved PsARC

4 weeks 23 (77) 4 (13) 63 44–83 <.0001

8 weeks 25 (83) 8 (27) 57 36–77 <.0001

12 weeks 26 (87) 7 (23) 63 44–83 <.0001

Secondary endpoint—achieved at 12 weeks

ACR-20 22 (73) 4 (13) 60 40–80 <.0001

ACR-50 15 (50) 1 (3) 47 28–66 .0001

ACR-70 4 (13) 0 13 1–26 .0403

ACR = American College of Rheumatology; CI = confidence interval; PsARC = psoriatic arthritis response criteria.
Source: Mease PJ, Goffe BS, Metz J, et al. Etanercept in the treatment of psoriatic arthritis and psoriasis: A ran-
domized trial. Lancet 2000;356:385-390. Reprinted with permission.
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DMARD therapy including MTX. Ten of
the 12 patients experienced resolution of
joint and skin signs and symptoms that
allowed the majority to return to normal
daily activities. MTX, which could be con-
tinued during the study, was eliminated in
4 of the 10 patients. 

Implications for Managed Care

Because etanercept is the first agent
specifically approved for the treatment of
PsA, many organizations may choose to
immediately add the drug to their formu-
lary or preferred drug list and approve
coverage for this indication. However, the
evaluation of unique new agents, particu-
larly when indicated for infrequently
encountered conditions, requires that addi-
tional attention be focused on proper diag-
nosis and treatment, formulary positioning,
and prior authorization restrictions.

Proper Diagnosis and Treatment.
Primary care physicians are caring for a
larger number of patients with more com-
plex problems in a shorter period of time.
Conditions previously referred to special-
ists are being diagnosed and treated in the
primary care office. As a result, PsA can be
misdiagnosed and inadequately treated
because of limited differential diagnostic
criteria. In addition, because PsA often
presents as a mild condition, topical
agents and NSAIDs may continue to be
used despite unresolved skin and articular
signs and symptoms and continued pro-
gression of disease. Often it is only at this
point that patients are referred to a spe-
cialist. Referral is most often to a derma-
tologist or rheumatologist, depending on
the primary presenting symptom of the
disease.

Today, both rheumatologists and der-
matologists regularly diagnose and treat
PsA. The treatment regimens they employ
are based on scientific data and similar
clinical experiences. Although they
approach the disease from different per-
spectives—rheumatologists focus primari-
ly on articular manifestations of the
disease and dermatologists focus on the
skin manifestations—they are equally
qualified to diagnose and treat PsA.

Treatment of the disease is often multidis-
ciplinary involving the primary care
physician and more than 1 specialist if
necessary.

This multidisciplinary approach to
therapy can become problematic if man-
aged care organizations limit referral from
primary care physicians to specialists and
referrals from 1 specialist to another. Prior
authorization requirements that limit pre-
scribing of new biologic agents to special-
ty physicians can also pose roadblocks to
quality patient care. This is particularly
true if limitations prevent use by special-
ists who would normally prescribe the
drug for a newly approved indication.
Currently many managed care organiza-
tions limit prescribing of etanercept to
rheumatologists. 

Managed care organizations can
improve the quality of care for patients
with PsA by providing educational pro-
grams for primary care physicians that
help facilitate rapid and appropriate diag-
nosis and treatment. Liberalization of
referrals to and between specialists will
allow for needed multidisciplinary collab-
oration and access to additional expertise
for the treatment of complex patients
whose disease requires more aggressive
therapy. Allowing dermatologists as well
as rheumatologists to prescribe etanercept
would place this unique biologic agent
that addresses both the skin and articular
manifestations of PsA in the hands of qual-
ified specialists who are often the first
referral depending on the primary presen-
tation of the disease. 

Formulary Review. As previously
mentioned, the evaluation of products for
the purpose of assigning formulary status
requires complex analysis. The goal of
this process is to provide the greatest pos-
sible benefit to patients in the most cost-
effective manner. This creates a challenge
for many healthcare organizations as a
growing and significant portion of health-
care dollars are being spent on the phar-
macy benefit. Therefore, pharmacy and
therapeutics committee reviews tend to
focus on unit acquisition cost and other
readily identifiable costs. This may be
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particularly true for drugs with relatively
high unit costs such as etanercept.
However, a more sophisticated analysis
requiring additional information gather-
ing and assessment is needed before a
managed care pharmacy and therapeutics
committee evaluates a new biologic agent
or an existing agent for a new approved
use. Safety, clinical efficacy, societal ben-
efit, cost and availability of alternative
treatments, and impact on total medical
costs must all be considered. Available
evidence on etanercept presents com-
pelling evidence for formulary inclusion
at some level. It is the first agent to
receive formal approval for PsA. It has
been proven in a controlled clinical trial
to be safe and effective. Additional evi-
dence presented in abstract form sup-
ports these findings. Although all patients
with PsA will not need etanercept, pre-
cluding appropriate utilization through
formulary exclusion or by refusing access
through a prior authorization process
would deny access to a valuable therapeu-
tic option. 

Formulary Positioning. Following
the decision to provide coverage for etan-
ercept for the treatment of PsA, proper
positioning is essential for appropriate
use. Excessive copays or coinsurance or
severely restrictive prior authorization
requirements would have the same effect
as making the drug nonformulary or not
covered. This can place drugs with high
acquisition costs, such as etanercept and
other biologicals, out of the reach of
patients regardless of how beneficial or
necessary the drug is for their condition.
Failure to use etanercept in appropriate
patients will place an additional econom-
ic burden on the healthcare organization
and the patient by allowing disease pro-
gression and disability. Lack of access to
etanercept may also lead to unanticipated
use of even more costly agents with simi-
lar mechanisms of action that are covered
by the medical benefit versus the phar-
macy benefit. Although severely restrict-
ed access should not be considered an
option, unrestricted use for all patients
would almost certainly lead to excessive

prescribing. PsA is a disease with a low
prevalence rate that can be difficult for
primary care physicians to diagnose. A
number of patients with PsA may
respond to currently available agents.
These responders will need to be followed
closely for disease progression, however,
their condition may not warrant the use
of etanercept. Therefore a delicate bal-
ance between over- and underutilization
must be achieved. Previous approaches
to the use of etanercept in rheumatoid
arthritis provide us with valuable experi-
ence. The use of appropriate treatment
guidelines or algorithms as part of a mod-
erate prior authorization program is a
reasonable choice. However, guidelines
should not require the use of unproven or
ineffective agents. Etanercept prescribing
should also be restricted to both derma-
tologists and rheumatologists to ensure
appropriate diagnosis, treatment, and
monitoring. Etanercept, like other inno-
vative products, should be placed on a
tier that allows affordable access to all
members. Formulary positioning should
be reevaluated as additional data on the
pharmacoeconomic benefits of the drug’s
use in PsA become available. The modest
increase in the use of etanercept should
not adversely impact plan economics
because of the low prevalence of PsA.

Conclusion

Etanercept marks a new era in the
treatment of PsA by providing safe and
efficacious therapy for a condition that
has few proven therapeutic options.
Appropriate aggressive diagnosis and
treatment of what has previously been
believed to be only a benign disease can
improve patient outcomes and quality of
life. Healthcare organizations can help
ensure these goals by providing education-
al programs to primary care physicians
and encouraging early specialty referral.
Moderate prior authorization criteria
incorporating treatment guidelines or algo-
rithms and restricting prescribing to der-
matologists and rheumatologists will also
help ensure appropriate use. Formulary
positioning must allow for affordable
access to etanercept for this novel use.
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